CROSS REFERENCES TO RELATED APPLICATIONS 
This application is a continuation of PCT JPOO/05665, which was filed August 23, 
2000, and which is incorporated herein by reference in its entirety. 



IN THE CLAIMS 

Please amend the claims as shown on the attached marked-up copy to read as follows. 



1. (Amended) A method for producing N-[N-[3-(3-methoxy-4- 
hydroxyphenyl)propylSrL-a-aspartyl]-L-phenylalanine 1 -methyl ester, comprising: 

(1) subjecting N-L-JSb^spartyl-L-phenylalanine 1-methyl ester and 3-(3-methoxy-4- 
hydroxyphenyl)propionaldehydeS^ a derivative thereof to reductive alkylation in a solvent to 
obtain N-I>r-[3-(3-methoxy-4-hydrox^henyl)propyl]-L-a-aspartyl]-^ 1 -methyl 
ester; and 

(2) crystallizing said N-[N-[3-(3-metho^4-hydroxyphenyl)propyl]-L-a-aspartyl]-L- 
phenylalanine 1-methyl ester, 

wherein said reductive alkylation comprises catalytic hydrogenation, and 
wherein said derivative thereof is selected from the gr^up consisting of 
3-(3-methoxy-4-hydroxyphenyl)-2-propenylaldehyde, 
3-(3-methoxy-4-protected-hydroxyphenyl)propionaldehyde, 
3-(3 -methoxy-4-protected-hy droxyphenyl)-2-propeny laldehy de, 
acetals derived therefrom. 
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V 2. (Amended) The method of Claim 1, wherein said crystallizing said N-[N-[3-(3- 
methox>N^ydroxyphenyl)propyl]-L-a-asparty 1 -methyl ester comprises 

any one of tnbyfoUowing crystallization methods: 

a. crysfSdlization with a solvent useful for crystallization; 

b. crystalliz^ion after extraction with water; and 

c. crystallizatiok after separation of N-L-a-aspartyl-L-phenylalanine 1 -methyl ester. 

3. (Amended) A metBod for purifying N-[N-[3-(3-methoxy-4- 
hydroxyphenyl)propyl]-L-a-asparWl]-L-phenylalanine 1 -methyl ester, which comprises: 

subjecting a composition which comprises N-[N-[3-(3-methoxy-4- 
hydroxyphenyl)propyl]-L-a-aspartyl]-L-phenylalanine 1 -methyl ester and at least one 
compound selected from the group consistinkof N-L-a-aspartyl-L-phenylalanine 1 -methyl 
ester, a peptide derivative, an amino acid, an amino acid derivative, an aldehyde, an acetal 
and an alcohol derivative as impurity to at least anySone of the following crystallization 
processes: \ 

a. crystallization with a crystallization solvent;\ 

b. crystallization after extraction with water; and \ 

c. when said composition comprises N-L-a-aspartyl-Drphenylalanine 1 -methyl 
ester, further crystallization after said N-L-a-aspartyl-L-phenylalamne 1 -methyl ester has been 
separated, \ 

to obtain crystalline N-[N-[3-(3-methoxy-4-hydroxyphenyl) proWl]-L-a-aspartyl]-L- 
phenylalanine 1 -methyl ester. \ 

4. (Amended) The method of Claim 1, wherein said solvent for saicl reductive 
alkylation reaction is at least one solvent selected from the group consisting omlcohols. 



tetrahydrofiaran, acetonitrile, toluene, acetic acid, acetic acid esters, and mixed solvents which 
comprise at leasr^ne of these organic solvents and water. 

5. (AmendedVrhe method of Claim 2, wherein said N-[N-[3-(3-methoxy-4- 
hydroxyphenyl) propyl]-Dca-aspartyl]-L-phenylalanine 1 -methyl ester is crystallized by a 
process of concentration or bysa process for solvent substitution. 

6. (Amended) The method of Claim 1, wherein said solvent for said crystallization of 
said N-[N-[3-(3-methoxy-4-hydroxyp^enyl) propyl]-L-a-aspartyl]-L-phenylalanine 1 -methyl 
ester is at least one solvent selected from the group consisting of alcohols, tetrahydrofuran, 
acetonitrile, toluene, ether, acetone, acetic acid, acetic acid esters, and mixed solvents which 
comprise at least one of these organic solvents and water. 

7. (Amended) The method of Claim 1, whemn said solvent for said crystallization of 
said N-[N-[3-(3-methoxy-4-hydroxyphenyl) propyl]-L-o^spartyl]-L-phenylalanine 1 -methyl 
ester is the same solvent which has been used in the reductive alkylation reaction. 

8. (Amended) The method of Claim 5, wherein said NVpsI-[3-(3-methoxy-4- 
hydroxyphenyl)propyl]-L-a-aspartyl]-L-phenylalanine 1 -methyl eWr is crystallized by 
solvent substitution using at least one solvent selected from the groupSconsisting of alcohols, 
tetrahydrofuran, acetonitrile, toluene, ether, acetone, acetic acid, acetic a^d esters, and mixed 
solvents which comprise at least one of these organic solvents and water. \ 

9. (Amended) The method of Claim 1, wherein said solvent of said reductive 
alkylation reactiori is one or more alocohols or a mixed solvent of one or more aVohols and 
water, and the solvent of said crystallization of said N-[N-[3-(3-methoxy-4- \ 
hydroxyphenyl)propyl]-L-a-aspartyl]-L-phenylalanine 1 -methyl ester is one or moi^e alcohols 
or a mixed solvent comprising one or more alcohols. \ 



"^10. (Amended) The method of Claim 2, wherein said N-[N-[3-(3-methoxy-4- 
hydroxyphehyl)propyl]-L-a-aspartyl]-L-phenylalanine 1 -methyl ester is crystallized after 
extraction with w^er using at least one solvent selected from the group consisting of 
alcohols, tetrahydrofuisan, acetonitrile, toluene, ether, acetone, acetic acid, acetic acid esters, 
and mixed solvents which\x)mprise at least one of these organic solvents and water. 

11. (Amended) The method of Claim 2, wherein said N-psi- [3 -(3 -methoxy-4- 
hydroxyphenyl)propyl]-L-a-aspanyl]-L-phenylalanine 1 -methyl ester is crystallized after 
extraction with water and said extraction with water is conducted with a mixed solvent which 
comprises water and one or more organic^olvents, wherein said organic solvent forms a layer 
which separates from an aqueous layer upon inixture with water, and said N-[N-[3-(3- 
methoxy-4-hydroxyphenyl) propyl]-L-a-aspartyrJ-L-phenylalanine 1 -methyl ester is extracted 
into the aqueous layer. >i 

12. (Amended) The method of Claim 11, wherW said organic solvent is at least one 
solvent selected ft'om the group consisting of acetic acid e^rs, ether, chloroform, 
dichloromethane, hexane, toluene, alcohols, tetrahydrofiiran, acetone, acetonitrile and acetic 
acid. \ 

13. (Amended) The method of Claim 2, wherein said N-[>fV3-(3-methoxy-4- 
hydroxyphenyl)propyl]-L-a-aspartyl]-L-phenylalanine 1 -methyl ester ite crystallized after 
having separated N-L-a-aspartyl-L-phenylalanine 1 -methyl ester and is cWstallized fi*om at 
least one solvent selected from the group consisting of alcohols, tetrahydrotWran, acetonitrile, 
toluene, ether, acetone, acetic acid, acetic acid esters, and mixed solvents whi^ comprise at 
least one of these organic solvents and water. \ 



\ 14. (Amended) The method of Claim 2, wherein said process for separating N-L-a- 
aspartyPL-phenylalanine 1 -methyl ester is a process for separating N-L-a-aspartyl-L- 
phenylalanu^ 1 -methyl ester by crystallization or precipitation with at least one solvent 
selected from tK^ group consisting of acetic acid esters, ether, chloroform, dichloromethane, 
hexane, toluene, alcohols, tetrahydrofuran, acetone, acetonitrile, acetic acid and water. 

15. (Amended) The method of Claim 1, wherein said reductive alkylation reaction is 
conducted in at least one\)rganic solvent which dissolves the starting materials or a mixed 
solvent of said organic solvents and water, and when an insoluble material is present in the 
reaction mixture obtained after Said reductive alkylation reaction, said insoluble material is 

separated by fil tration. \ — ======zzr: 

17. (Amended) The method o^laim 1, wherein said catalytic hydrogenation is 
conducted in the presence of at least one catalyst selected from the group consisting of 
palladium, platinum, and rhodium based catalysts. 

18. (Amended) The method of Claim l)swherein said catalytic hydrogenation is 
conducted at a hydrogen pressure of 0. 1 to 1 MPa. \ 

19. (Amended) The method of Claim 1, whemn said reductive alkylation reaction is 
conducted at a temperature range of from 15 to 50 °C, arid a reaction time of from 2 to 48 
hours. \ 

20. (Amended) The method of Claim 1, wherein said\eductive alkylation reaction is 
carried out in a reaction solvent having a pH of from 4 to 6.5. \ 

21. (Amended) The method of Claim 1, wherein the molaA ratio of said N-L-a- 
aspartyl-L-phenylalanine 1 -methyl ester to said 3-(3-methoxy-4- \ 
hydroxyphenyl)propionaldehyde or derivative thereof ranges from 0.5 ro 2. 

-6- \ 



22. (Amended) The method of Claim 3, wherein said aldehyde is selected from the 
group Donating of: 

3-(3-methoxy-^-hydroxyphenyl)propionaldehyde, 

3-(3-methoxy-4-hWoxyphenyl)-2-propenylaldehyde, 

3 -(3 -methoxy-4-protectedhydroxypheny l)propionaldehyde, 

3-(3-methoxy-4-protecteahydroxyphenyl)-2-propenylaldehyde, 

and said acetal comprises any acetal derived from these aldehydes. 

23. (Amended) Crystkline N-[N-[3-(3-methoxy-4-hydroxyphenyl)propyl]-L-a- 
aspartyl]-L-phenylalanine l-metnVl ester, which is prepared by the process of Claim 1. 

24. (Amended) Crystalline^-[N-[3-(3-methoxy-4-hydroxyphenyI)propyl]-L-a- 
aspartyl]-L-phenylalanine 1 -methyl ester, which exhibits X-ray diffraction peaks at 29 
diffraction angles of 5.55^ 12.25^ 18.5^\l.r and 22.45^ with CuKa rays. 



26. (Amended) The crystalline N-[k-[3-(3-methoxy-4-hydroxyphenyl)propyl]-L-a- 
aspartyl]-L-phenylalanine 1 -methyl ester of Claim 23, which is obtained upon crystallization 
ofN-|>r-[3-(3-methoxy-4-hydroxyphenyl)propyh-L-a-aspartyl]-L-phenylalanine 1-methyl 
ester from at least one solvent selected from the grmip consisting of alcohols, tetrahydrofuran, 
acetonitrile, toluene, ether, acetone, acetic acid, acetiit acid esters, and mixed solvents which 
comprise at least one of these organic solvents and water. 

27. (Amended) A sweetening agent, a food and dmnk, a medicament, a 
confectionary, a hygienic article, or a sweetened food and dnnk for mammals comprising said 
crystalline N-[N-[3-(3-methoxy-4-hydroxyphenyl)propyl]-L-o^-aspartyl]-L-phenylalanine 1 - 
methyl ester of Claim 23. 



K 28. (Amended) A sweetener comprising said crystalline N-[N-[3-(3-methoxy-4- 
hydroxyph^yl)propyl]-L-a-aspartyl]-L-phenylalanine 1 -methyl ester of Claim 23 and at least 
one adjunct sele^ed from the group consisting of a carrier, a bulking agent and excipient, 
which is employed inysweetening materials. 

29. (Amended) Vhe method of Claim 1, wherein said 3-(3-methoxy-4- 
hydroxyphenyl) propionalddtn^de or derivative thereof is prepared by subjecting 3-(3- 
methoxy-4-hydroxyphenyl)-2-irfOT)enylaldehyde or an acetal thereof, wherein the hydroxyl 
group may be protected, to reductioXto obtain said 3-(3-methoxy-4-hydroxyphenyl) 
propionaldehyde or derivative thereof \ 

30. (Amended) The method of Claih^ 29, wherein said reduction is conducted in the 
presence of a reduction catalyst or a rhodium bai^d catalyst. 

31. (Amended) The method of Claim 3, wherein said N-[N-[3-(3-methoxy-4- 
hydroxyphenyl)propyl]-L-a-aspartyl]-L-phenylalanineSl -methyl ester is crystallized by a 
process of concentration or by a process for solvent substmition. 

32. (Amended) The method of Claim 3, wherein saici crystallization of said N-[N-[3- 
(3-methoxy-4-hydroxyphenyl)propyl]-L-a-aspartyl]-L-phenylaRmine 1 -methyl ester is carried 
out in at least one solvent selected from the group consisting of alcbhols, tetrahydrofuran, 
acetonitrile, toluene, ether, acetone, acetic acid, acetic acid esters, ano^ixed solvents which 
comprise at least one of these organic solvents and water. \ 

33. (Amended) The method of Claim 2, wherein said crystallizatidii of said N-[N-[3- 
(3-methoxy-4-hydroxyphenyl)propyl]-L-a-aspartyl]-L-phenylalanine l-metmrl ester is carried 
out in the same solvent which has been used in said reductive alkylation reaction. 
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34. (AmeMed) The method of Claim 31, wherein said N-[N-[3-(3-methoxy-4- 
hydroxyphenyl)prop5/l]-L-a-aspartyl]-L-phenylalanine 1 -methyl ester is crystallized by 
solvent substitution usiW at least one solvent selected from the group consisting of alcohols, 
tetrahydrofiiran, acetonitrl^, toluene, ether, acetone, acetic acid, acetic acid esters, and mixed 
solvents which comprise at least one of these organic solvents and water. 

35. (Amended) The metftod of Claim 2, wherein said solvent of the reductive 
alkylation reaction is one or more alo;phols or a mixed solvent of one or more alcohols and 
water, and the solvent of the crystallization of said N-[N-[3-(3-methoxy-4- 
hydroxyphenyl)propyl]-L-a-aspartyl]-L-ph£nylalanine 1 -methyl ester is one or more alcohols 
or a mixed solvent comprising one or more alcohols. 

36. (Amended) The method of Claim iWherein said N-[N-[3-(3-methoxy-4- 
hydroxyphenyl)propyl]-L-a-aspartyl]-L-phenylalaiaine 1 -methyl ester is crystallized after 
extraction with water using at least one solvent selecred from the group consisting of 
alcohols, tetrahydrofiiran, acetonitrile, toluene, ether, adfetone, acetic acid, acetic acid esters, 
and mixed solvents which comprise at least one of these organic solvents and water. 

37. (Amended) The method of in Claim 3, wherein ^id N-[N-[3-(3-methoxy-4- 
hydroxyphenyl)propyl]-L-a-aspartyl]-L-phenylalanine 1-methA ester is crystallized after 
extraction with water and said extraction with water is conducted with a mixed solvent which 
comprises water and one or more organic solvents, wherein said organic solvent forms a layer 
which separates from an aqueous layer upon mixture with water, and said N-[N-[3-(3- 
methoxy-4-hydroxyphenyl) propyl]-L-a-aspartyl]-L-phenyIalanine l-r^thyl ester is extracted 
into the aqueous layer. \ 
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38. (Amended) The method of Claim 3, wherein said N-[N-[3-(3-methoxy-4- 
hydroxyphenyl)pr^yl]-L-a--aspartyl]-L-phenylalanine 1 -methyl ester is crystallized after 
having separated N-L-^-aspartyl-L-phenylalanine 1 -methyl ester and is crystallized from at 
least one solvent selected ftom the group consisting of alcohols, tetrahydrofuran, acetonitrile, 
toluene, ether, acetone, acetic add, acetic acid esters, and mixed solvents which comprise at 
least one of these organic solvents aiKl water. 

39, (Amended) The method of^aim 3, wherein said process for separating N-L-a- 
aspartyl-L-phenylalanine 1 -methyl ester is a^ocess for separating N-L-a-aspartyl-L- 
phenylalanine 1 -methyl ester by crystallization oKprecipitation with at least one solvent 
selected from the group consisting of acetic acid estei^ether, chloroform, dichloromethane, 
hexane, toluene, alcohols, tetrahydrofuran, acetone, acetontoile, acetic acid and water. 

Please cancel Claims 16 and 25, without prejudice toward the fiirther prosecution of 
this claim in a continuation and/or divisional application. 

SUPPORT FOR THE AMENDMENTS 
Applicants have amended Claim 1 to incorporate the limitations of Claim 16 and to 
recite "wherein said reductive alkylation comprises catalytic hydrogenation." Support for 
amended Claim 1 can be found in Claims 1,15, and 16, and as originally filed. Applicants 
have also amended Claims 2-15, 17-24, and 26-39, such that they are free of the criticisms 
outlined on pages 3-6 of the Official Action. Support for amended Claims 2-15, 17-24, and 
26-39 can be found in the same claims, as originally filed. 
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